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CLAIMS 



10 



15 




(R 2 )n 



1. A method comprising treating a human patient susceptible to or exhibiting sym ptom s 
\ r 

of conditions characterized by. aggregaterforming species associated with a disease, by 
administering to thfe patient a therapeutically effective amount of a composition having a high 
net polarization and \omprising a structure selected from the group consisting of: 
R \ R 1 

Rn , ( R )n ? a five membered ring including at least 

one heteroatom, at least twdbings bridged by at least one atom, at least two rings bonded 
directly to each other, a ring fonjaining at least one carbonyl, and an alkyl chain; 

wherein R and R 2 can oe the same or different and each is a substituent of an organic 
group or chlorine, n is an integar greater than 0 and no more than 6 and each R can be the 
same or different and each R 2 cah be the same or different; R 1 is a substituent of an organic 
group or hydrogen; any ring structure optionally including at least one carbon-carbon double 
bond; any ring structure optionallAincluding at least one heteroatom selected from the group 
consisting of a carbonyl, nitrogen, oxygen and sulfur; each substituent being arranged so as to 
create polarity in the structure; 

the patient being otherwise frde of indication for treatment with the composition. 



20 



2. The method of claim 1, whereimthe composition comprises an aromatic ring. 



^> 3. The method of claim 1, wherein the patient is susceptible to but does not exhibit 



symptoms of the conditions. 



25 



4. The method of cl^im 1, wherein the patient exhibits symptoms of the conditions. 

5. The method of claim 1, x^fte^in the disease is associated with fibril formation or 
aberrant protein aggregation. 
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6. The method of claim 5, wherein the disease is a neurodegenerative disease. 

7. The method of claim 6, wherein the disease is selected from the group consisting of 
Familial Braish Dimentia, Parkinson's Disease, Alzheimer's Disease, Finnish-type Familial 
AmyloidosesM^untington's Diseasd^Ap) Frontotemporal Dementia, Senile Systemic 
Amyloidosis, Familial Amyloid Polyneuropathy, Transmissible Spongiform 
Encephalopathie\Gertsmann-Strausseler-Scheinker Syndrome, Fatal Familial Insomnia, 
Huntington's ChorW Kuru, Familial amyloid polyneuropathy, Creutzfeldt Jakob, Scrapie, 
and Bovine Spongiform Encephalopathy. 

8. The method of c^aim 1, wherein the composition is capable of crossing the 
blood/brain barrier. 

9. The method of claim\5, wherein the disease is a non-neurodegenerative disease. 



10. The method of claim 9,VvJrerein the disease is selected from the group consisting of 
multiple myeloma, Waldenstroms^Macroglobulinemia, blockage of affected blood vessels 

r\7 caused by precipitates of cryoglobulins, Disseminated intravascular coagulation, 

FU Glanzmann's thrombasthenia, Abnormal fibronectin aggregation, Sickle cell anemia, stroke 

It 20 and Type II Diabetes. 

11. The method of claim 1, wherein uie composition is selected from the group consisting 
of DNA bases, RNA bases, DNA base analogs, RNA base analogs, DNA base derivatives 
and RNA base derivatives. 

25 

12. The method of claim 11, wherein the composition is an anti-metabolite. 

13. The method of claim 12, wherein the composition is a chemotherapy agent. 
30 14. A method as in claim 1, wherein the structure is not: 

Rl R2 
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wherein Rl\nd R2 can be the same or different and each is able tojjind a 

neurodegenerative disease aggregate-forming species or aggregate, anc( ( fjs a tether 

having length and flexibuiryjaufficient such that Rl and R2 each are able to bind a different 
neurodegenerative disease aggregate forming species or aggregate. 

15. A methdd as in claim 1, wherein the patient is free of indication for treatment for 
central nervous system neuronal damage, as caused by aggregate formation. 



16. A method as in cl^m 15, comprising administering the composition to a patient free 
of symptoms of dementia. 



17. A method a!* in claim 1, comprising administering to the patient the composition 
demonstrates the ability to inhibit conversion of peptides related to a pathogenic state of 
neurodegenerative disease from a soluble, monomelic state to an insoluble, beta-sheet, 
oligomeric state characteristic of abnormal protein deposits found in the human brain in 
connection with neurodegenerative disease. 

18. The method of claim l^Qerein the composition demonstrates the ability to inhibit 
conversion of peptides related to a pathogenic state of neurodegenerative disease from a a- 
helix to an insoluble, beta-sheet,\oligomeric state characteristic of abnormal protein deposits 
found in the human brain in connection with neurodegenerative disease. 

19. The method of claim 1, wherein the composition demonstrates the ability to inhibit 
conversion of peptides related to a pathogenic state of neurodegenerative disease from a 
soluble, monomeric state to an early intermediate aggregate. 

20. The method of crarim 1, comprising treating the patient with ^Ueast-twodifferenU 
compositions effective agamst at least twojdifferent stages of the condition. 
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21. The nWhod of claim 1, further comprising treating the patient with a dose of normal 
DNA or RNA bases. 



A methodteomprising: 
promoting the prevention or treatment of a disease caused by aggregate formation via 
administration of a composition having a high net polarization and comprising a structure 
selected from the grlpup consisting of: 

R \ R 1 




^ n , ( R )n s a five membered ring including at least 

one heteroatom, at least |two rings bridged by at least one atom, at least two rings bonded 
directly to each other, a rang containing at least one carbonyl, and an alkyl chain; 

wherein R and R 2 V:an be the same or different and each is a substituent of an organic 
group or chlorine, n is an integer greater than 0 and no more than 6 and each R can be the 
same or different and eachlR 2 can be the same or different; R 1 is a substituent of an organic 
group or hydrogen; any rink structure optionally including at least one carbon-carbon double 
bond; any ring structure optionally including at least one heteroatom selected from the group 
consisting of a carbonyl, nitrogen, oxygen and sulfur; each substituent being arranged so as to 
create polarity in the structure. 



20 



25 



23. The method of o^aim 22, wherein the disease is characterized by aggregate formation. 

^24) A method of treatment comprising: 

treating the patient with a composition having a high net polarization and comprising 
a structure selected from the group consisting of: 




Rn * ( R )n ? a five membered ring including at least 
one heteroatom, at least two rings bridged by at least one atom, at least two rings bonded 
directly to each other, a ring containingW least one carbonyl, and an alkyl chain; 



10 




-58 



WGS Docket No. M 1015/7034 



wherein R and R 2 can be the same or different and each is a substituent of an organic 
group or chlorine, n is an integer greater than 0 and no more than 6 and each R can be the 
same or different and each R 2 can be the same or different; R 1 is a substituent of an organic 
group or hydrogen; any ring structure optionally including at least one carbon-carbon double 
bond; any ring stnicture optionally including at least one heteroatom selected from the group 
consisting of a carbonyl, nitrogen, oxygen and sulfur; each substituent being arranged so as to 
create polarity in the structure; 

drawing a sample from the patient; and 

monitoring the sample over at least two different points in time. 

25. The method of clal^m 24, wherein the step of monitoring involves subjecting the 
sample to an assay. 



26. The method of claim 25, wherein the assay comprises adding a plurality of binding 
15 species capable of binding to an aggregate. 

27. The method of claim 25, whereta the step of monitoring further comprises detecting 
results of the assay. \ )\3 

20 28. The method of claim 27, wherein the step of detecting comprises detecting aggregate 
formation. 

29. The method of claim 28, wherein tW step of detecting occurs visually. 
25 30. The method of claim 28, wherein the\step of detecting occurs via spectroscopy. 



30 



A method of treatment, comprising: 
withdrawing a sample from the patient; 

subjecting the sample to a composition h^ing a high net polarization and comprising 
a structure selected from the group consisting of: 
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R 1 
N. 



Q Q 



Rn , ( R )n ? a five membered ring including at least 

one heteroatom, atMeast two rings bridged by at least one atom, at least two rings bonded 
directly to each other, a ring containing at least one carbonyl, and an alkyl chain; 

wherein R anfl R 2 can be the same or different and each is a substituent of an organic 
group or chlorine, n isWi integer greater than 0 and no more than 6 and each R can be the 
same or different and each R 2 can be the same or different; R 1 is a substituent of an organic 
group or hydrogen; any rang structure optionally including at least one carbon-carbon double 
bond; any ring structure optionally including at least one heteroatom selected from the group 
consisting of a carbonyl, nitrogen, oxygen and sulfur; each substituent being arranged so as to 
create polarity in the structuls 

determining whether tb treat the patient with the composition. 



H* 15 

ru 
o 



32. The method of claim 31, ^herein the step of subjecting comprises adding the 
composition to the sample. 

33. The method of claim 32, wherein the step of subjecting further comprises adding a 
plurality of binding species capable of binding to an aggregate. 



34. The method of claim 31, wherein \Hp sft^p of determining comprises determining 
20 whether the composition is capable of inhibiting aggregate formation. 




25 



A kit comprising: 

a composition having a high net polarization and comprising a structure selected from 
the group consisting of: 




Q Q 



(R 2 )n 



Rn 



(R 2 )n 



,a five membered ring including at least 
heteroatom, at least two rings bridged by at least onevatom, at least two rings bonded directly 



-60 



WGS Docket No. M101 5/7034 



10 



to each other, a ring containing at least one carbon yl, and an alkyl chain; 

wherera R and R 2 can be the same or different and each is a substituent of an organic 
group or chlorine, n is an integer greater than 0 and no more than 6 and each R can be the 
same or different and each R 2 can be the same or different; R 1 is a substituent of an organic 
group or hydrogent any ring structure optionally including at least one carbon-carbon double 
bond; any ring structure optionally including at least one heteroatom selected from the group 
consisting of a carboiwl, nitrogen, oxygen and sulfur; each substituent being arranged so as to 
create polarity in the stmcture; and 

instructions for us^ of the composition for treatment of a disease caused by aggregate 
formation. 



36. The kit of claim 35, wnterein the disease is neurodegenerative disease. 



37. The kit of claim 35, wherei^i the structure includes a hydrophobic portion and a 
15 hydrophilic portion. 

38. The kit of claim 35, wherein th& drug comprises a DNA base or base derivative. 



L!? 39. The kit of claim 38, wherein the ba§e 

M 20 sugar or a sugar derivative. 



^^vative includes a nitrogen atom bonded to a 



40. The kit of claim 39, wherein the sugar derivative includes a chain of at least two 
phosphates. 



25 41. The kit of claim 35, wherein the drug compiles the aromatic structure: 

R 




(R 2 )n 

and R and R is selected from the group consisting of a primary amine, a secondary 
amine, a hydroxyl, an amide, an alkylamide, a carboxyl, a cafboxylic acid, a carboxylate, an 
ester, a sulfonate, a C1-C6 alkoxide optionally interrupted or teVninated by a chlorine atom or 
30 a nitrogen atom and a C1-C6 alkyl optionally interrupted or termmated by a chlorine atom or a 



4 
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nitrogen atom. 



42. The kit of claim 41, wherein n is zero and the drug is 1-phenylbiguanide. 



43. The kit of cT^im 41, wherein the drug comprises the structure: 

R 




44. The kit of claim 43, ^herein the drug is selected from the group consisting of 
phenylephrine hydrochloride abd arecoline hydrobromide. 

45. The kit of claim 43, wherein the drug comprises the structure: 

R 



wherein R and R are different. 



46. The kit of claim 45, wherein R has arwfelectronegativity greater than that of hydrogen, 
and R 2 has an electronegativity less than that of hydrogen. 

47. The kit of claim 45, wherein the drug is selected from the group consisting of S(-)- 
atenolol, R(-)-atenolol, tetracaine hydrochloride, oc^opamine hydrochloride and procainamide 
hydrochloride. 



48. The kit of claim 41, wherein n is at least 2 and tlqe structure comprises at least a tri- 
substituted aryl ring. 



49. The kit of claim 48, wherein the drug is selected from the group consisting of (±)- 
sulpiride, (±)-vanillyl mandelic acid, (-)-ct-methyl norepinephrine, normetanephrine 
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hydrochloride, MHPZ piperazine and erbstatin analog. 

50. The kit oi\elaim 48, wherein R 2 comprises a C\-C^ alkoxide optionally interrupted by 
nitrogen. 

51. The kit of claii^ 50, wherein R comprises a C1-C6 alkoxide optionally interrupted by 
nitrogen. 

52. The kit of claim 51\wherein the drug is gallamine triethiodide. 

53. The kit of claim 41, wnerein the aromatic structure is a first ring, R and at least one of 
R 2 is positioned on an adjacent carbon atom, the adjacent R 2 and R comprises a second ring 
fused to the first ring such that tnfe drug comprises a fused ring structure. 



15 54. The kit of claim 53, whereimthe drug is selected from the group consisting of 
Metazone, ICI 11,551 hydrochloride nnd indatraline hydrochloride. 

55. The kit of claim 53, wherein th^i^e^jing structure comprises a tri-fused ring. 

20 56. The kit of claim 55, wherein the dnig is selected from the group consisting of (-)- 

physostigmine, telenzepine dihydrochloridA Loxapine succinate, Thioridazine hydrochloride, 
(+/-) octoclothepin maleate, luphenazine dihVdrochloride and CGS-12066A dimaleate. 



57. The kit of claim 55, wherein the fused raig structure comprises a tetra-fused ring. 

58. The kit of claim 57, wherein the drug is selected from the group consisting of 
podophyllotoxin and spironolactone. 



59. The kit of claim 53, wherein the second ring structure includes at least one nitrogen 
30 atom. 

60. The kit of claim 59, wherein the drug is pindolol. 
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61. The kit i}f claim 35, wherein the structure is: 

Q 

Rn 

and R is selected from the group consisting of a primary amine, a secondary amine, a 
5 hydroxyl, a C1-C6 alkyl^ a C1-C6 alkoxide, a carboxyl, a carboxylate, a carboxylic acid and an 
amide. 

62. The kit of claim 61,Vvherein the drug is 4-aminopyridine. 

10 63. The kit of claim 61, wrcerein two R substituents form a ring such that the drug 
comprises a fused ring structure) 

64. The kit of claim 35, wherein the drug comprises the structure 



n the drug 



\ (R 2 )n 

15 wherein the ring optionally includes a second nitrogen and optionally includes at least 

one carbon-carbon double bond. 

65. The kit of claim 64, wherein the ring includes at least one carbonyl. 

20 66. The kit of claim 64, wherein the drug is chlomezanone. 

67. The kit of claim 64, wherein two R 2 groupsYorm a ring such that the drug comprises a 
fused ring structure. 

25 68. The kit of claim 67, wherein the drug is debrisoquin sulfate. 

69. The kit of claim 64, wherein the ring includes two mtrogen atoms. 
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70. The kit of claim 69, wherein the drug is selected from the group consisting of uracil, 
5-trifluoromemyl-5,6-dihydro, primidone and urapidil-5-methyl. 

5 71. The kit oft claim 69, wherein the drug comprises a fused ring structure. 



10 
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72. The kit of clJtim 71, wherein the drug is selected from the group consisting of 8- 
cyclopentyl-l,3-dimemylxanthine, l-allyl-3,7-dimethyl-8-p-sulphophenyl-xanthine, 
Tracazolate and alpha, qeta-methylene adenosine 5' triphosphate dilithium. 

73. The kit of claim 69 Wherein the drug comprises a DNA base or DNA base derivative. 

74. The kit of claim 35, wherein the drug comprises a five-membered ring containing at 
least one heteroatom selected fr\m the group consisting of oxygen, nitrogen, sulfur and 
silicon. 



20 



75. The kit of claim 74, wherein^he heteroatom is nitrogen, the ring being selected from 
the group consisting of: 



N 



(* 2 )n-£ > 



N 
R 1 



K (R 2 )n 



,2. 



N 



(R 2 )n-j^\l-R 1 



N 



fR 2 )n-£ > 



N 



N 



(R 2 >n-[P> 



N 



(R 2 )\-r^ N-R 1 (R 2 )n^^ N-R 1 



and 



2 \ 2 

wherein R is selected from the group consisting of an organic group and chlorine, each R 
can be the same or different, n is an integer no more tlmn 4; R 1 and R 3 can be the same or 
25 different and each is selected from the group consisting of an organic group and hydrogen; 
any two R 2 groups on adjacent carbon atoms being capablte of forming a ring such that the 
drug comprises a fused ring structure. 
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76. Thbykit of claim 75, wherein R 1 and R 3 is selected from the group consisting of 
hydrogen, a sugar, a sugar derivative, a C\-Ce alkyl optionally interrupted or terminated by a 
nitrogen, and ah aryl. 

77. The kit ofVlaim 76, wherein the drug is selected from the group consisting of 
histamine-R(-)-oc-methyl-dihydrochloride, histamine-l-methyl-hydrochloride and cimetidine. 

78. The kit of claim 76, wherein the five-membered ring includes a carbonyl. 

79. The kit of claim 78l wherein the drug is selected from the group consisting of 
phenylbutazone and oxotremorine methiodide. 

80. The kit of claim 75, w Herein the five-membered ring is fused to a six-membered ring. 

81. The kit of claim 80, wherein flte^ix-membered ring is aromatic. 

82. The kit of claim 81, wherein Xhettfrfg is l,3-dihydro-l-[2-hydroxy-5- 
(trifluoromethyl)phenyl]-5- (trifluorokiethyl)-2H-benzimidazol-2-one. 



25 



83. The kit of claim 81, wherein the six-membered ring contains two nitrogen atoms. 

84. The kit of claim 83, wherein the dm^is N6-cyclopentyl 9-methyladenine. 

85. The kit of claim 83, wherein R 1 comprises a sugar. 



30 



86. The kit of claim 85, wherein the drug is selected from the group consisting of S-(4- 
nitrobenzyl)-6-thioinosine, S-(4-nitrobenzyl)-6-thiogijanosine, N6-methyladenosine, 2- 
phenylamineadenosine and alpha, beta-methylene adenosine 5' triphosphate dilithium. 



87. 



The kit of claim 85, wherein the sugar is bonded ta a chain of at least two phosphates. 



0 



m 
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88. The ki\of claim 87, wherein the drug is p,p-di(adenosine-5')-tetraphosphate 
tri ammonium. 

89. The kit of cftaim 83, wherein the fused rings comprise a structure selected from the 
5 group consisting of apurine and a purine derivative. 



10 



90. The kit of claim V4, wherein the heteroatom is oxygen. 

91. The kit of claim 90,\kVherein the drug is (+)-cis-dioxolane 

92. The kit of claim 35, wflerein the drug comprises the structure comprising at least two 
rings bridged by at least one ato)jn selected from the group consisting of carbon, nitrogen, 
silicon and sulfur. 



15 93. The kit of claim 92, wherein the at least two rings are bridged by a bridging unit 

selected from the group consisting ofia nitrogen atom, -N(R)-, -C(0)N(R)-, -N=N-, a C1-C6 
alkyl, -C(S)N(R)-, -C(0)R- and -S(oW(]tx, wherein R is selected from the group 
consisting of an aryl, an aryl radial, a C^-)^a^cyl optionally terminated by an amine, a Ci-Ce 
alkyl radical and a hydrogen. 

20 

94. The kit of claim 93, wherein the dnJg is selected from the group consisting of 
diclofenac sodium, 4-[[4-formyl-5-hydroxy-6-methyl-3-[(phosphonooxy)methyl]-2- 
pyridinyl]azo]-l,3-benzenedisulfonic acid tetrasodium salt, phentolamine mesylate, 3,3\4,4'- 
tetramethoxy-N-methyl-diphenethylamine hydrochloride, thioperamide maleate and BRL 
25 37344 sodium. 



30 



95. The kit of claim 92, wherein the drug is selected from the group consisting of p- 
fluorohexahydro-sila-difenidol hydrochloride, 4-DANp 5 methiodide, hexahydro-sila-difenidol 
hydrochloride. 

96. The kit of claim 35, wherein the drug comprises a structure comprising a ring 
containing at least one carbonyl group and containing at leafet one nitrogen atom. 
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97. The kit of claim 96, wherein the ring contains two nitrogen atoms. 

98. The kit of cmim 97, wherein the drug comprises a DNA base or base derivative. 

99. The kit of claim 35, wherein the drug comprises an alkyl chain and further comprising 
a unit selected from theWoup consisting of a carboxylate, a carboxylic acid, a phosphonate, a 
phosphoric acid, a primafy amine and a secondary amine. 

100. The kit of claim 99, wherein the drug is valproic acid sodium. 

TOl). A kit comprising: \ 

a composition having a high net polarization and comprising a structure selected from 
the group consisting of: \ 




a five membered ring including at least 



one heteroatom, at least two rings bridgedupy at least one atom, at least two rings bonded 
directly to each other, a ring containing at laast one carbonyl, and an alkyl chain; 

wherein R and R 2 can be the same or ^different and each is a substituent of an organic 
group or chlorine, n is an integer greater than ffl and no more than 6 and each R can be the 
same or different and each R 2 can be the same or different; R 1 is a substituent of an organic 
group or hydrogen; any ring structure optionallyYncluding at least one carbon-carbon double 
bond; any ring structure optionally including at least one heteroatom selected from the group 
consisting of a carbonyl, nitrogen, oxygen and sulfiir; each substituent being arranged so as to 
create polarity in the structure; and \ 

instructions for use of the composition for treatment of disease. 



^02^ A method comprising: \ 

providing a composition having a high net polarization and comprising a structure 
selected from the group consisting of: \ 



# 
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(R 2 )n 



Q 



i 



Rn 



(R 2 )n 



a five membered ring including at least 



one heteroatom, at least two rings bridged by at least one atom, at least two rings bonded 
directly to each otheft, a ring containing at least one carbonyl, and an alkyl chain; 

wherein R anc^R 2 can be the same or different and each is a substituent of an organic 
group or chlorine, n is kn integer greater than 0 and no more than 6 and each R can be the 
same or different and each R 2 can be the same or different; R 1 is a substituent of an organic 
group or hydrogen; any ring structure optionally including at least one carbon-carbon double 
bond; any ring structure optionally including at least one heteroatom selected from the group 
consisting of a carbonyl, nitrogen, oxygen and sulfur; each substituent being arranged so as to 
create polarity in the structure^ 

performing a combinatorial synthesis resulting in a plurality of compositions of the 
above structure; and 

performing an assay involving a plurality of the compositions to determine their 
effectiveness in inhibiting neurodegenerative disease. 





A kit, method, or composition\a§ in any preceding claim, wherein the drug is selected 
from the group consisting of Atenolol, pindolol, histamine, methyl dihydrochloride, atenolol, 
4-aminopyridine, physostigmine, and Telj acaine Hydrochloride. 



20 104. A kit, method, or composition as inWiy preceding claim, wherein the drug is selected 
from the group consisting of sulpiride, uracil\ 5-trifluoromethyl-5,6-dihydro, Atenolol, 
pindolol, BRL 37344 sodium, piperazine (2:lVatio of l-(4-hydroxy-3-methoxyphenyl)-l,2- 
ethanediol and diethyldiazene), cimetidine, methyl norepinephrine, oxotremorine methiodide, 
physostigmine, 4-aminopyridine, 1 ,3-dihydro-l-[i2-hydroxy-5-(trifluoromethyl)phenyl]-5- 

25 (trifluoromethyl)-2H-benzimidazol-2-one), and erbstatin analog. 



105. A method for treating a subject at risk of developing a disease or having a disease 
associated with fibril formation, comprising: \ 

administering to the subject in need of such treatment an agent in an amount effective 
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to inhibit'frbril formation, 

wherein the subject is otherwise free of symptoms calling for treatment with the 

agent. 

5 106. The methockof claim 105y\vherein the agent is sulpiride or a homolog, analog, or 
derivative of sulpiride. 

107. The method of claim 105, wherein the agent is uracil, 5-trifluoromethyl-5,6-dihydro 
or a homolog, analog, on derivative of uracil, 5-trifluoromethyl-5,6-dihydro. 



10 

108. The method of claiM 105, wherein the agent is BRL 37344 sodium or a homolog, 
analog, or derivative of BRD^734^ sodium. 

109. The method of claim 10^5, wherein the agent is S(-)-atenolol or a homolog, analog, or 
15 derivative of S(-)-atenolol. 

1 10. The method of claim 105, yherein the agent is pindolol or a homolog, analog, or 
derivative of pindolol. 



20 111. The method of claim 105, wh©rein4h£)agent is MHPZ piperazine or a homolog, 
analog, or derivative of MHPZy()ipera^ne. 

1 12. The method of claim 105, whereir^the agent is R(-)+atenolol or a homolog, analog, or 
derivative of R(-)+atenoIol. 

25 




1 13. The method of claim 105, wherein the\agent is cimetidine or a homolog, analog, or 
derivative of cimetidine. 



1 14. The method of claim 10^/wherein the agent is (-)-a-methyl norepinephrine or a 
30 homolog, analog, or derivative of (-)-oc-methyl norepinephrine. 



1 15. The method of claim 105< wherein the agent i^oxotremorine methiodide or a 



# 



• 
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homolo^analog, or derivative of oxotremorine methiodide. 

1 16. The rrtethod of claim 105, wherein the agent is (-)-physostigmine or a homolog, 
analog, or derivative of (-)-phys^igmine. 

1 17. The metho&of claim 105, wherein the agent is 4-aminopyridine or a homolog, analog, 
or derivative of 4-am^pyridine, 

118. The method of cl\im 105, wherein the agent is NS-1619 or a homolog, analog, or 
10 derivative of NS-1619. 

1 19. The method of claim l\)§, wherein the agent is erbstatin analog or a homolog, analog, 
or derivative of erbstatin analog 

15 120. The method of claim 105, wherein the agent is R(-)-a-methyl, dihydrochloride or a 
homolog, analog, or derivative of histamine, R(-)-a-methyl, dihydrochloride. 



20 



121. The method of claim 105, wherem the agent is tetracaine hydrochloride or a homolog, 
analog, or derivative of tetracaine hydrochloride. 

122. The method of claim 105, ^herein th^agent is spironolactone or a homolog, analog, 
or derivative of spironolactone. 



123. The method of claim 105( wherein the agen\ is uracil, 5-trifluoromethyl-5,6-dihydro 
25 or a homolog, analog, or derivative of uracil, 5-trifluVomethyl-5,6-dihydro. 



